


~ YY)

THE"

‘m‘ o /‘,«m

g;?ﬁ'gé

a7 I 3T T Dol
: 005€13
MEMORANDU:A

SUBJECT: Folpet Registration Standard Correcticn,
Caswell #464 .

TO: Henry Jacchy (21)
Registration Division (TS-767)
FROM: D. Stephen Saunders, Ph.D. Y)Sf\
Toxicologist, Toxicology Branch
Hazaxd Evaluation Division (TS-769) '%/2% Y(o
THRU: Leurence D. Chitlikx, DABT .
hedd Section V, Tocholoqy Branch f- 7/ c
Hazard Evalvation Divis (TS-769) ?’ K
and N
Theodore M. Farber, Ph.D. A Je i
Chief, Toxicology Branch _-“{N.gbw
WJZaZd Evaluation Division (TS-769] e
Plzase £ind atzoched corrections to pages 10, 17, and 18,
and page I of 10 of tne "one-liners" of the EOTDQL QQ"lSLr
Ticn Stzndard. These old pages in the standird should be re-
placed by the new pages. The correcticns reflect changes in
wha NOFEL for mater: .l brxLC' y in the 2-genaration rat

re")ru

uction s¢”df and the inclusion of a ca*cu*afzon of oncogenic

risk Lo nix ev/loader/aoplicaters.
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Fclpet Reglistration Standard Page 10

data for this effact are necessary in order to fully evaluate
this study. ther findings noted included decreases in pup body
veight gain in secord generation (F1) rats fed diets containing
36C¢0 pem nomiral (3200 ppm actual). he NOEL for parental
toxicity was therefore 8C0 ppr nominal (690 ppm actual). The
study was classified as Corz-3Supplementary data, pending the
submission of reguested additional Zata.

24 Series Mutacenicit

842 Hutagenicity Tests

{1} Ca=ne Matation~ o
satisfy the CGuidelire recu
Data have been submitted ¢
in Salmensellsa (3ullcck et .
$132582), E. coli (Simumorn ez al.
lymphona cells (Jotz ef a2l., MRT
Drosephiias sex-linked rec i
#143567). Felpet is mutagenic
<tabelic activation. Ir

zction {(Commonly used fo
wtagenic activity of foloez
te binding of folpet (or iis
2

dies have keen surmitted to
gene mutation testing.
te that folpet is mutagenic
*DSFOC53; Simmon et al., MRID
MRID #132532), mouse L3173Y/TX
$DSFCO6}, and in the in vivo
ethal assay (Valencia, MRID
these test systems without
addition of rat liver S$-¢
lic activaticn) diminishes the
efrfect vresunad to be due
)
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Folna ene nutations in the mouss
semaltic za T test) (Moore ard Brusick,
HMRID #1439 ficant pup morizli=y was
nocted in ¢ ation of this neon-nutagenic
finding is oxicolocgical Issues').

2L Is negative for in vivs
ow cytogenetics assav

the mouse doninant lethal
These studies were clagsi-

A mousa micr
ative, howugver W

dese levels,

rhable ud d, ka=-
strated lzzilivy of the
zound hes Teern show: Tu-
£sting Izr chro-mcson in

I8 yarulized mo Turen crexic
c¢T. Iherzicre, nhe par-
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fact that folpet induced a high incidence of a rare tumor type in
two strains of nouse, and clear evidence cf genotoxicity in a
nupber of test systens

The analysis of exposure to mixer/1 oade*/ﬂnp'icators, Dro-
vided by EAB, indicated that the greatest chronic expasure re
sulted from the treatment of grepe s, 20 tg/kc/y This value is
due solely to desrmal exposure, and is not co:*eﬂ*ed for renetra~
tion through the skin. The analysis corducted by EAB assumed
that inhalation exposure is lnslcﬁlalcau-. The ovcogenlc risk %o
mixer/loader/applicators is calculated (Risk = osure X Q*) as:

30 no/kg/vr X (3.49% X 107%) = 2.9 ¥ 107
3585 days/vyr

The risk

calculated zhove Is based on the inciden-e of duo-
denal tumocrs chsewved in the nmcuse feeding studies. Since the
half-life of ‘olpct egr sz in the blced is approximately 1
minute, there. is little likelihood, in the pinion of this re-

viewsr, that derual exposures cobld resuit in duedenal tumors.
Howaveyr, the incuctien of skin tumors as a resulit of der-al
exposures is a possibility that nust ke considered. Further, it
is neted that a dlrh degree of skin iﬁXlClty (yperkeratesis,
etc.) was noted In the zouse oncogenicity study, which suggests
chat sxin nay alsu be & targes for folpet toxicity in humans,

{2} Revelcrrentsal “ﬁ'*c:“" Polpet was demenstrated to ceousa
an increzsed incldence of hydre cephalus in the lew Zealand White
rawbi¢; using a standard trezatzent preotccol {treatment over the
entire gestation pericd;. This findirg was not repreduced in “he
sane surain of rabbit when treatuent wis adminictered for short
pericds during gestation. & teratol ogy study in the HY/CR rab-
bit, using standard treztment mratocols, alse failed to xeproduce
this teratogenic effect, althcigh tha NOILs for naternal and de-
velopmental toxlicity were the sams in either study, 10 mqffg/cny
tThese studiez were all Fully acueptable, and were classified as
Core-dinivun data.

An‘acceptab;e seudy Lo
vidence of teratcgenicivy,
tal toxicity was 60 me /g /day

ublished deta nrovide litsle addi=in wion,
not acceptable gs only sarmary dow nsufe
numbers ¢f aningls wers ted, and)’ nro-
vers usad. & re rowhe Haew g rabois
ed that £cl EF x for melformatione the
ons of theses gztudies azre g% SE 543
Melawinlin en ozl RIT =253 L2472 cn 2*a
WELET LTESEN s e W these
Gatz oare oF ns Iind-
ings noted e z
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data are of limited utility and do not offset the positive find-
ings noted in this strain i ceptable study.

= the resnlits wera
3}, and negativa by
Courtney et al.,

Datza reporcted for t e mouse in
eguivecal by gavage, (fotin g3 ali.,
the oral, subcutaneosus, cr inkalation rsoute
¥RID $133323).

A published study in the hamster (Robens, MEII *“S”OOS), ire
c-cQ?ed that folpel was teratcgeniz in this species, causing ap=-
parent anrﬁase in fewal incidences of exencephaly and fused

rihs. though suggestive of a developnental effect, thesz da®a
ara of l_mJted vtility as an Inadeguate number of aninals was
rested, and only summary data were provided in the cublished re-

ront.

- -

After conslideraticrn of all available da“a, it Is concluded
that folpet possesses teratsgenic ;stent'a’ in tha rakbit, with a
HCEL for overall develcomzmen:zal toxiciﬁy in ta*s specizs of 10
mg/?*/d“ As this value was also the NOTL r rmatarnal teoxice
ity, the aV1vlab3@ data suggest thai ¢o‘ﬂ°t Nvoscnts 2 davelop-
mental hazard only at exposure levels *“hat alss rroduce maternal

towicity.

An acute exposure anelysis verformed ﬂy the Exposurs ASsesse
ment Branch (mewo Relter to Saunders, 7-1-38 inliczted that an
acute exposure of 7 af&m/fay would be bredﬁc_ma Zer fenale
mixer /&oaqer/appl?ca”m of childé- ; a This exposire

Wwould resull in a ¥argines ~Safety (MOS8 £ Y L.4 ktased on the
HOELe for mat erral and develogpnment 210 mgskg/éay
noted Iin the twe rabkit zzudies. redicted acute
dermal exposure for hormacvner uses 3/day, which pro-
dace* & ¥05 of 206. Aan acceptable raticn study is
recessary to furcheyr refire thess N

(3) Revroductive Zifects- A study has keen subrit-ed in the
rat which failed to sstakiish a NCEL for potential rale fercilizy
gffects, and addivtioral dztz have been raguested To complets the
assesasment of this ztudy. In addition, a ncuse souztic cell nue
tzrion @ssay, which is in essence a one-generation fseding study,
cenmonstrated stanis significant dacrezses -n =ous Tum
survival at &ll dos (o WIth 2 LEL of 76 rzm [23.3 ng/Rg/
day), the lowest do 4. Therefere, It i3 pcssizle thaz ¢
HOZL for this appar ct will Ze lgwer in the wouse Shap
vaive which may he o 1y estaklished Ir <ha rat, Further,
rno histeopathological meinatlions of mcuss pups were cenducted,
and ocher toxiceleglicslly significznz e TS 3y CEIome apparent
afcer all relevart sndrcints are asszess g Tull repredustion
study L s spaclez. ne Regletrant tznit a srotoool
fer 3 sTucy pricr to itlaticrn, as dard ;roic:c; useld
i rat study may net z2 52 Tlent r all relevant
oua nE.
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